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1 mg/kg iv
—8—Blood
1000 —O—Plasma
100
| = :
: —0 i hiREHR, HhiltITRR
10
: F HFM R b Pt
| 336h T O P ST REFR T :
1 ] T 1 1 I T (1)
0 48 96 144 192 240 288 336 EEEU)ZSA
Time after administration (h)
Cumulative radioactivity excretion (% ofdose)
Time (h)
Urine Feces Cage washing Total
0-24 1.7 £ 04 0.6 = 0.7 0.4 £ 0.1 26 = 1.0
-336 17.2 £ 0.7 44.6 + 6.0 2.8 £ 1.1 64.6 +£54

Data are expressed as the mean = SD of three animals.
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ma#z (1 h) 75.2

R (0-72 h) 96.4

#(0-72 h) 90.5
REZEAE T (24 h) .

K525 (168 h) 75.7

IR B U AHS LA ER B140810
:
St nggmlﬁié;m | HPLCHS L™ |
N.A. 68.8 101.4
N.A. 95.9 97.0
N.A. 76.3 96.1
= 92.4 102.0
N.A. 56.0 96.0
30.6 56.4 96.5

fREK T (168 h) 74.3
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B140810

ZUAHPLCS 4 (B140810-27)

STUAHPLCYU AT L Prominence (LC-20A) > X7 ., Radiomatic 625TR
Hho L XBridge BEH C18 Column, 130A, 5 ym, 4.6 mm x 250 mm (Waters)
DS LBE 40°C
A—rgoTS5—BE 4°C
2 &t A:10 mmol/LIREEKFT o E=D LIKBR&
B:7tr,=K)JL
k2wl Syluly S UN Frfdl(min) 0.0 50 350 550 600 601 70.0
B% 15,0 150 400 90.0 90.0 150 15.0
TR 1.0 mL/min
R (UV) 254 nm
R (iaTeE) GTRERR 2R D ERTE
Liquid scintillation system : Radiomatic 625TR
LI B=:05mL
UFL—arh4F )L Ultima-Flo M (75E : 3 mL/min)
73 HT B e 70 min
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SRR (% 1 h) 3140810

% peaks
Analysis  Metabolite Composition [% in analysis sample |
sample No. (ng eq./mL)
lh
7.8
mPM-1 Unknown [ 54 ]
( 49 )
3.7
mPM-2 P092 [ 25 ]
( 23 )
88.5
Plasma Others B [ 609 |
( 549 )
Unextracted -- [ 31.2 ]
( 281 )
Recovery (%) 68.8
Total radioactivity ( 90.2 )

% Peaks: HIfEE 7%
% in analysis sample : i/t
ng eq./mL: M4t 2 E
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B140810

% peaks
Analysis Metabolite Composition [% in analysis sample ]
sample No. (%% of dose)
0-72h

9.0
mUM-1 Unknown [ 86 1
« 04 )

10.2
mUM-2 Unknown [ 98 1
C o4 )

38
mUM-3 Unknown [ 36 ]
( 02 )

10.7
mUM-4 Unknown [ 103 ]
( 05 )

76
mUM-5 Unknown [ 73 1
( 03 )

53
mUM-6 Unknown [ 351 1
{ 02 )

28
mUM-7 Unknown [ 27 1
Urine ( 0.1 )

6.0
mUM-8 Unknown [ 38 1
( 03 )

32
mUM-9 Unknown [ 31 Il
« 01 )

49
mUM-10 Unknown [ 47 1
C g 3

42
mUM-11 Unknown [ 40 ]
( 02 )

32.3
Others [ 370 ]
( 14 )
Unextracted - [ +1 1
¢ 02 )

Recovery (%) 95.9
Total radioactivity ( 45 )

% Peaks:HiZE 7 &H
% in analysis sample: #Af Lt
% of dose : bR Fr it 3=
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B140810

% peaks
Analysis Metabolite Composition [%6 in analysis sample |
sample No. (% of dose)
0-72 h
46.5
mFM-1 Unknown [ 355 ]
(O )
6.4
mFM-2 Unknown [ 49 ]
( 08 )
5.6
mFM-3 Unknown [ 43 ]
( 07 )
4.6
mFM-4 Unknown [ 35 ]
(05 )
Feces 49
mFM-5 Unknown [ 37 ]
( 06 )
5.4
mFM-6 P092 [ 41 ]
( 06 )
26.6
Others - [ 203 ]
( 371 )
Unextracted -- [ 237 ]
( 36 )
Recovery (%) 76.3
Total radioactivity ( 154 )

% Peaks: mIfE B 7 %
% in analysis sample: A/t
% of dose : 2 Hr HEtt 3=
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% peaks
Analysis Metabolite Compasition [% in analysis sample ]
sample No. (% of dose)
24 h
9.5
mBM-1 Unknown [ 88 ]
(01 )
14.8
mBM-2 Unknown [ 137 ]
( 01 )
FT
mBM-3 Unknown | &l 1
« 00 )
9.3
mBM-4 Unknown [ 86 ]
01 )
8.1
mBM-5 Unknown [ EF ]
( o1 )
3.8
mBM-6 Unknown [ 335 ]
Bile ( 00 )
37
mBM-7 Unknown [ 43 1
( 00 )
6.2
mBM-8 Unknown [ 37 1]
« 00 )
59
mBM-9 P092 [ 55 ]
( 00 )
29.0
Others [ 268 ]
( 02 )
Unextracted == [ 76 1]
( ol
Recovery (%) 924
Total radioactivity ( 068 )

% Peaks: EfEE 7 %
% in analysis sample : #i /Lt
% of dose : [HFER ;T 53 a3
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ERHER (KKK 168h) 8100

% peaks .
Analysis  Metabolite N [% in analysis sample |
— No. Composition (s e
168 h
49.3
mCo-1 P092 [ 276 ]
( 458 ) P092BE : 0.1 nmol/g
50.7
Others -- [ 284 ]
Cerebral ( 471 )
cortex
Unextracted -- [ 44.0 ]
( 73.0 )
Recovery (%) 56.0
Total radioactivity ( 166.0 )

% Peaks: EfEE 7 %
% in analysis sample: fE R Lt
ng eq./g: Kk & & ST RER E
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EEFER (AR THEB 168 h) B140810

% peaks
Analysis Metabolite . [% in analysis sample | .
sample No. LA (ug eq./mL or g)
168 h
68.9
mHT-1 P092 [ 38.9 ]
( 96.0 ) PO92EE : 0.2nmol/g
31.1
Others -- [ 175 ]
Hypothalamus ( 432 )
Unextracted -- [ 436 ]
( 107.6 )
Recovery (%) 56.4
Total radioactivity ( 246.8 )

% Peaks: E&EH 73
% in analysis sample: #8 /% tt
ng eq./g: R T ER PRSI RER



